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REMARKS 

I. Claim Status 

Claims 1 , 2, 5, 8, 1 1 , and 22-27 are currently pending and stand rejected. 
Claims 3, 4, 6, 7, 9, 10, and 12-21 were previously cancelled. Claims 24-27 are added 
herein. Support for those new claims can be found, for example, at page 4, line 23 - 
page 6, line 17 and in Experiment 1 . Claim 1 was amended to delete "without said 
treatment being accompanied by any extrapyramidal symptoms" and to recite that the 
patient suffers from negative symptoms of schizophrenia and/or cognitive dysfunction of 
schizophrenia. Claims 5, 8, and 1 1 were amended to recite that the dose is a once 
daily dose and that the active compound or a pharmaceutical^ acceptable salt thereof 
is administered, according to independent claim 1. Accordingly, no new matter has 
been added. 

II. Rejection Under 35 U.S.C. § 102 

Claims 1, 2, 5, 8,11 and 22-23 are rejected under 35 U.S.C. § 102(b) as 
anticipated by EP 0 464 846 to Saji et al. ("Saji"). Applicants respectfully traverse this 
rejection. 

As an initial matter, Applicants note the Office's assertion that "Applicants have 
not defined negative symptoms in the instant application, the disclosure only defines 
adverse effects which can be either positive or negative adverse effects." Office Action 
at 3 and 14. Applicants respectfully disagree and draw the Office's attention, for 
example, to page 1, lines 18-23 of the present specification, reciting "The symptoms of 
this disease are, for example, positive symptoms often observed during the early stage 
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of the disease such as hallucination, delusion, etc., or negative symptoms such as 
apathy and withdrawal, or cognitive dysfunction such as impairments of concentration 
and learning abilities, etc." 

Furthermore, negative symptoms of schizophrenia are well known in the art. 
Information which is well known in the art need not be described in detail in the 
specification. See, e.g., M.P.E.P. § 2163. For example, negative symptoms are 
explained and discussed in the Diagnostic and Statistical Manual of Mental Disorders, 
Fourth Edition (DSM-IV™) pp. 273-278, 285, and 286 (1994), published by the 
American Psychiatric Association, Washington D.C., a copy of which pages are 
submitted concurrently herewith and which Manual is cited in the present application, for 
example, at page 7, line 10, and page 8, Table 1. Other documents demonstrating that 
negative symptoms of schizophrenia were well known in the art at the time of the 
present invention are also submitted herewith, including, for example, Kay et al., 
Schizophrenia Bulletin Vol. 13, No. 2, pp. 261-276 (1987) and Lindenmayer et al., . 
Psychiatric Quarterly Vol. 65, No. 4, pp. 299-322 (1994). Accordingly, Applicants 
submit that negative symptoms of schizophrenia were well known in the art and need 
not have been described in detail in the specification. Regardless, Saji fails to expressly 
or inherently anticipate the present claims. 

With respect to express anticipation', the Federal Circuit has long held that 
'[anticipation requires the presence in a single prior art disclosure of all elements of a 
claimed invention arranged as in the claim.'" Net MoneyIN, Inc. v. VeriSign, Inc., 545 
F.3d 1359, 1371 (Fed. Cir. 2008) (quoting Connell v. Sears, Roebuck & Co., 722 F.2d 
1542, 1548 (Fed. Cir. 1983)). In the present case, as admitted by the Examiner, Saji 
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fails to teach the presently claimed orally administered once daily dose of 5 mg to 120 
mg. Office Action at 6. Accordingly, Applicants respectfully request withdrawal of the 
present rejection. 

Furthermore, with respect to inherent anticipation, claims drawn to new methods 
of using a known composition are patentable; the present application presents such 
claims. Perricone v. Medicis Pharm. Corp., 432 F.3d 1368 (Fed. Cir. 2005) provides 
particularly useful guidance, a copy of which is submitted herewith. In that case, the 
prior art disclosed a composition for topical application to skin or hair comprising, inter 
alia, an ascorbyl fatty acid ester. The patents at issue ("Perricone's patents") claimed a 
method for treatment or prevention of various forms of skin damage, including skin 
sunburn, through the topical application of an ascorbyl fatty acid ester. 

The Federal Circuit held that the prior art did not inherently anticipate Perricone's 
claims drawn to a method for treatment or prevention of skin sunburn. The Court 
framed the central issue as whether or not the prior art disclosed the application of its 
compositions to skin sunburn, not as whether the prior composition, if applied to skin 
sunburn, would inherently treat that damage. Perricone, 432 F.3d at 1378. The prior 
art, however, simply disclosed topical application to skin, and did not teach the new use 
of the prior art composition on skin sunburn. 1 

Here, as in Perricone, the central inquiry should be whether Saji discloses 
administration, either expressly or inherent, of its compounds to patients suffering from 
negative symptoms of schizophrenia and/or cognitive dysfunction of schizophrenia, not 

1 Applicants note, however, that in contrast, Perricone's claims to treatment of damaged or aged 
skin were held to be inherently anticipated because the Court deemed that all skin is a victim of such 
damage or aging, and thus the method was disclosed by the prior art. 
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whether Saji's compounds, if administered to patients having such symptoms and/or 
dysfunction, would inherently treat them. Saji does not disclose the administration, 
either expressly or inherent, of its compounds to patients suffering from negative 
symptoms of schizophrenia and/or cognitive dysfunction of schizophrenia. 

Inherency requires a showing that the missing descriptive matter is "necessarily 
present" in the reference. M.P.E.P. § 2131.01(111) (citing Continental Can Co. USA v. 
Monsanto Co., 948 F.2d 1264, 1268 (Fed. Cir. 1991)) (emphasis added). The fact that 
a certain result or characteristic may occur or be present in the prior art is not sufficient 
to establish the inherency of that result or characteristic. M.P.E.P. § 2112(IV) (citing In 
re Rijckaert, 9 F.3d 1531, 1534 (Fed. Cir. 1993))(emphasis original). To rely on a theory 
of inherency, the Office must provide a basis in fact and/or technical reasoning to 
reasonably support the determination that the allegedly inherent characteristic 
necessarily flows from the teachings of the prior art. Id. 

Here, the Office has not provided a basis in fact or any technical reasoning to 
reasonably support its position that treatment of ail aspects of schizophrenia including 
positive and negative symptoms would be inherent to the treatment disclosed in Saji. 
Rather, the Office merely asserts that "[s]ince the reference teaches the claimed 
compound in the claimed dosage for the treatment of the claimed disease that is 
schizophrenia, it is the position of the examiner that all aspects of the disease such as 
positive and negative symptoms will be inherent to treatment disclosed in the prior art." 
Office Action at 3; see also id., at 5. 

However, Saji broadly discloses the use of imide compounds "as anti-psychotic 
agents (neuroleptic agents, anti-anxiety agents), especially for therapy of 
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schizophrenia, senile insanity, manic-depressive psychosis and neurosis." Page 2, 
lines 3-6 (emphasis added). Negative symptoms of schizophrenia and/or cognitive 
dysfunction of schizophrenia are not necessarily present in all patients suffering from 
schizophrenia, patients suffering from senile insanity, patients suffering from manic- 
depressive psychosis, and patients suffering from neurosis. 

Indeed, with respect to the potential patient population in Saji, only once, in the 
70 pages of its disclosure, is "schizophrenia" even mentioned, and there is absolutely 
no mention of negative symptoms of schizophrenia or cognitive dysfunction of 
schizophrenia. 

Furthermore, as one of ordinary skill in the art would recognize and also as 
disclosed in the present application, there are multiple different types of symptoms of 
schizophrenia. For example, symptoms of schizophrenia include "positive symptoms 
often observed during the early stage of the disease such as hallucination, delusion, 
etc., or negative symptoms such as apathy and withdrawal, or cognitive dysfunction 
such as impairments of concentration and learning abilities, etc." Page 1, lines 18-23 
(emphasis added). In fact, the present application continues to explain that, in addition 
to positive symptoms, negative symptoms,- and cognitive dysfunction "there are other 
symptoms such as depression, anxiety, etc. as related symptoms thereof." Id., lines 23- 
24. Accordingly, schizophrenia patients may suffer from one or more types of 
symptoms but do not necessarily and inevitably suffer from negative symptoms of 
schizophrenia and/or cognitive dysfunction" of schizophrenia. 

For instance, the Diagnostic and Statistical Manual of Mental Disorders, Fourth 
Edition (DSM-IV™), supra, sets forth diagnostic criteria for schizophrenia: 
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Diagnostic criteria for Schizophrenia 

A. Characteristic symptoms: Two (or more) of the following, each 
present for a significant portion of time during a 1-month period (or less 
if successfully treated): 

(1) delusions 

(2) hallucinations 

(3) disorganized speech (e.g., frequent derailment or incoherence) 

(4) grossly disorganized or catatonic behavior 

(5) negative symptoms, i.e., affective flattening, alogia, or avolition 

Note: Only one Criterion A symptom is required if delusions are bizarre 
or hallucinations consist of a voice keeping up a running commentary 
on the person's behavior or thoughts, or two or more voices conversing 
with each other. 

B. Social/occupational dysfunction: For a significant portion of the time 
since the onset of the disturbance, one or more major areas of 
functioning such as work, interpersonal relations, or self-care are 
markedly below the level achieved prior to the onset (or when the onset 
is in childhood or adolescence, failure to achieve expected level of 
interpersonal, academic, or occupational achievement). 

C. Duration: Continuous signs of the disturbance persist for at least 
6 months. This 6-month period must include at least 1 month of 
symptoms (or less if successfully treated) that meet Criterion A (i.e., 
active-phase symptoms) and may include periods of prodromal or 
residual symptoms. During these prodromal or residual periods, the 
signs of the disturbance may be manifested by only negative symptoms 
or two or more symptoms listed in Criterion A present in an attenuated 
form (e.g., odd beliefs, unusual perceptual experiences). 

D. Schizoaffective and Mood Disorder exclusion .... 

E. Substance/general medical condition exclusion .... 

F. Relationship to a Pervasive Developmental Disorder.... 



Pages 285-286. 

Cognitive dysfunction is not even included in the above characteristic symptoms 
("Criterion A"). Id. Rather, according to the DSM-IV, a patient need not have any 
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negative symptoms or cognitive dysfunction to satisfy Criterion A for a diagnosis of 
schizophrenia. Thus, patients suffering from schizophrenia do not necessarily and 
inevitably present with negative symptoms and/or cognitive dysfunction. In addition, 
Saji only discloses four biological tests, two of which pertained to assessing potential 
anti-psychotic activity and two of which pertained to assessment of side effects typical 
of anti-psychotic drugs. The two tests pertaining to potential anti-psychotic activity were 
an in vitro assay of dopamine D 2 receptor binding activity on membrane fractions of 
corpus striatum taken from rat brain (page 11, line 45 - page 12, line 42) and an in vivo 
assay of anti-climbing behavior in mice wherein climbing behavior had been induced by 
apomorphine (page 12, line 43 - page 13, line 22). 

Accordingly, Saji's tests assessed dopamine receptor antagonism, i.e., 
blocking. However, "[dopaminergic activity is reduced in the mesocortical system 
(resulting in negative symptoms) and is enhanced in the mesolimbic system (resulting 
in positive or psychotic symptoms)." WO 03/066039 ("Sommersville"), relied on by 
the Examiner as a primary reference in a rejection under 35 U.S.C. § 103(a) discussed 
below, page 1, lines 15-17 (emphasis added). Indeed, effectiveness of treating the 
negative symptoms of schizophrenia and/or the cognitive dysfunction of schizophrenia 
in a patient could not even have been determined by the tests disclosed in Saji. 
Accordingly, to the extent Saji suggests any particular patient population comprising 
patients suffering from schizophrenia, Saji would have suggested patients having 
positive symptoms of schizophrenia.Thus, even if Saji could be deemed to broadly 
disclose a method of treating "schizophrenia" using its "anti-psychotic agents," that 
method would not necessarily and inevitably comprise administration of its compounds 
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to patients suffering from negative symptoms of schizophrenia and/or cognitive 
dysfunction of schizophrenia. Accordingly, Saji fails to anticipate, either expressly or 
inherently, the presently claimed method, and Applicants respectfully request 
withdrawal of the present rejection. 

Finally, dependent claim 8 recites that the patient is in a chronic stage of 
schizophrenia, and dependent claim 24 recites that the patient is in an acute stage of 
schizophrenia. The Office has not provided any basis in fact or reasoning to support 
that schizophrenia patients necessarily and inevitably suffer from negative symptoms of 
schizophrenia and/or cognitive dysfunction of schizophrenia and are in an acute phase 
or in a chronic phase. Accordingly, for that additional reason, Saji fails to anticipate, 
either expressly or inherently, the methods of claims 8 and 24. 

III. Rejections Under 35 U.S.C. §103 
A. Rejection over Saji 

Claims 1-2, 5, 8, 11 and 22-23 are rejected under 35 U.S.C. § 103(a) as 
unpatentable over Saji, discussed above. Applicants respectfully traverse this rejection. 

To satisfy the initial burden of establishing a prima facie case of obviousness, the 
M.P.E.P. insists upon a "clear articulation of the reason(s) why the claimed 
invention would have been obvious." M.P.E.P. § 2141(111) (emphasis added). 
Similarly, the Supreme Court, in KSR Int'l Co. v. Teleflex, 550 U.S. 398, 82 U.S.P.Q.2d 
1385 (2007) instructed that the analysis supporting a rejection under 35 U.S.C. § 103 
"should be made explicit." 82 U.S. P. Q. 2d at 1396 (emphasis added) (citing In re Kahn, 
441 F.3d 977, 988 (Fed. Cir. 2006) (emphasis added) ("Rejections on obviousness 
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grounds cannot be sustained by mere conclusory statements; instead, there must be 
some articulated reasoning with some rational underpinning to support the legal 
conclusion of obviousness")). 

Here, the Office has not provided the requisite reasoning and thus has not 
established a prima facie case of obviousness. Rather, the Office merely concludes 
that "[i]t would have been obvious to one of ordinary skill in the art at the time the 
invention was made to optimize the amount of drug and arrive at the optimum dosage 
level by doing experimental manipulations with minimum side effects." Office Action at 
6. 

The present claims are drawn to methods for treating the negative symptoms of 
schizophrenia and/or the cognitive dysfunction of schizophrenia in a patient which 
comprises orally administering a once daily dose of 5 mg to 120 mg of the active 
compound: (1 R,2S,3R,4S)-N[(1 R,2R)-2-[4-(1 ,2-benzoisothiazol-3-yl)-1- 
piperazinylmethyl]-1-cyclohexylmethyl]-2,3-bicyclo[2.2.1]heptanedicarboxyimide of the 
formula (1) or a pharmaceutically acceptable salt thereof to a patient suffering from 
negative symptoms of schizophrenia and/or cognitive dysfunction of schizophrenia. 

As discussed above, Saji is completely silent with respect to treatment of 
negative symptoms of schizophrenia and/or the cognitive dysfunction of schizophrenia. 
And the effectiveness of treating the negative symptoms of schizophrenia and/or the 
cognitive dysfunction of schizophrenia in a patient could not even have been 
determined by the tests disclosed in Saji. 
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Furthermore, Saji discloses various possible routes of administration, "such as 

parenteral or non-parenteral administration (e.g. oral administration, intravenous 

administration, rectal administration)." Page 11, lines 30-32. Saji also warns that 

While the dosage of the imide compound (I) or its pharmaceutically 
acceptable salt varies greatly with [1] the symptom, [2] age and [3] 
weight of the patient, [4] the dosage form, [5] the administration 
mode and the like, it may be generally given to an adult at a daily dose 
of from about 1 to 1000 mg, preferably from about 5 to 100 mg, in case 
of oral administration and at a daily dose of from about 0.1 to 100 mg, 
preferably from about 0.3 to 50 mg, in case of intravenous injection. 

Page 1 1 , lines 36-39. Saji also discloses that "[s]aid dose may be applied in a single 

time or dividedly in two or more times." Id., lines 39-40. 

Thus, one of ordinary skill in the art would have had to have selected to use the 

claimed compound or a pharmaceutically acceptable salt thereof; selected an oral mode 

of administration; selected a once daily dose; and then would have had to experiment 

with the dose(s) to determine a range suitable for treatment of symptoms not even 

disclosed in Saji. The Office has not articulated any reason why one of ordinary would 

have been led to make any of those selections, let alone to experiment with the dose(s) 

to determine a range suitable for treatment of symptoms not even disclosed in Saji. 

Accordingly, the Office has failed to establish a prima facie case of obviousness, and 

Applicants respectfully request withdrawal of this rejection. 

B. Rejections over Sommerville and Wong, Saji 

Claims 1-2, 5, 8, 1 1 and 22-23 are rejected under 35 U.S.C. § 103(a) as 
unpatentable over WO 03/066039 A1 to Sommerville eta). ("Sommerville") in view of 
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U.S. Patent No. 6,964,962 to Wong et al. ("Wong") by itself or in view of Saji, discussed 
above. Applicants respectfully traverse this rejection. 

Sommerville is not prior art to the present application. Sommerville published on 
August 14, 2003, which is after the effective filing date of the present application 
(August 22, 2002). Furthermore, Sommerville did not designate the US and thus is not 
prior art to the present application under § 102(e). Accordingly, Applicants respectfully 
request withdrawal of this rejection. 

C. Rejections over Wong, Saji 

Claims 1-2, 5, 8, 11 and 22-23 are rejected under 35 U.S.C. § 103(a) as 
unpatentable over Wong, by itself or in view of Saji. Applicants respectfully traverse this 
rejection. 

Wong is relied upon by the Office for teaching that "0.05 to 7500 mg/day/patient 
of SM-13496 can be used to treat schizophrenia (see column 4, lines 51-58; and Table 
in column 8, line 16), which details the daily dose of SM-13496 that can be given to the 
patient and thus may be a once a day administration." Office Action at 9. The Office 
concludes that "[i]t would have been, obvious too one of ordinary skill in the art to utilize 
the claimed amounts of 40 and 120 mg of he claimed compound for treating 
schizophrenia since Wong teaches the same compound for the same disease in a 
broad range." Id. at 10. 

However, Wong merely recites SM-13496 as one of several possible neuroleptic 
agents. See, e.g., Table in columns 7-8. In addition, Wong is drawn to a combination 
of one or more norepinephrine reuptake inhibitors or a pharmaceutically effective salt 



15 



New Attorney Docket No. 05273.0127-00000 
Application No. 10/525,021 

thereof and a pharmaceutically effective amount of one or more neuroleptic agents or a 
pharmaceutically effective salt thereof. Col. 5, lines 15-23. 

Nothing in Wong teaches or suggests a method for treating for treating the 
negative symptoms of schizophrenia and/or the cognitive dysfunction of schizophrenia 
in a patient which comprises orally administering a once daily dose of 5 mg to 120 mg of 
SM-13496 (or any other compound chosen from compounds of formula (1) and 
pharmaceutically acceptable salts thereof) to a patient suffering from negative 
symptoms of schizophrenia and/or cognitive dysfunction of schizophrenia. 

Saji is optionally relied upon by the Office for teaching a "dosage for adult daily 
dose to be from about 1 mg to 1000 mg, preferably from about 5 to 100 mg and in case 
of oral dosage to be from about 0.1 mg to 1 00 mg, preferably from about 0.3 mg to 50 
mg [in the case of intravenous injection]" and its disclosure concerning the variability of 
the dosage. Office Action at 8. 

The deficiencies of Saji are discussed above. 

The Office asserts that 

It would have been obvious to one of ordinary skill in the art to optimize 
the dosage range of the claimed drug in order to obtain the most 
efficacious dosage range by doing experimental manipulations. Based 
on the teachings of Wong et al. and Saji et al. one would have been 
motivated to perform experimental manipulations with the dosage range 
in order to treat schizophrenia in a most efficacious dosage amount. 

Office Action at 10-11. 

However, one of ordinary skill in the art would have had to have selected to use 

the claimed compound or a pharmaceutically acceptable salt thereof; selected an oral 

mode of administration; selected a once daily dose; and then would have had to 
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experiment with the dose(s) to determine a range suitable for a method of treatment of 
symptoms not even disclosed in any of three cited references. The Office has not 
articulated any reason why one of ordinary would have been led to make any of those 
selections, let alone to experiment with the dose(s) to determine a range suitable for a 
method of treatment of symptoms not even disclosed in any of three cited references. 
Accordingly, the Office has failed to establish a prima facie case of obviousness, and 
Applicants respectfully request withdrawal of this rejection. 



In view of the foregoing amendments and remarks, Applicants respectfully 
request reconsideration of this application and the timely allowance of the pending 
claims. 

Please grant any extensions of time required to enter this response and charge 
any additional required fees to Deposit Account No. 06-0916. 



CONCLUSION 



Respectfully submitted, 



FINNEGAN, HENDERSON, FARABOW, 
GARRETT & DUNNER, LLP. 



Dated: August 4. 2010 



By:. 




Charles E. Van Horn 
Reg. No. 40,266 
(202) 408-4000 
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